To the Editor:
In their outstanding review, Sattar et al 1 discussed the association between rheumatoid arthritis (RA) and accelerated atherogenesis mediated by systemic inflammatory response. We have recently described severe subclinical atherosclerotic findings in long-term actively treated RA patients (nϭ47) without clinically evident atherosclerosis or its complications. 2 Sattar et al 1 underlined the importance of endothelial dysfunction as an initial step in the development of atherogenesis. We also observed that long-term actively treated RA patients (nϭ55) exhibited a decreased endothelium-dependent vasodilatation (EDV) (meanϮSD, 3.8Ϯ4.9%) compared with matched controls (8.0Ϯ4.5%). 3 Sattar et al 1 also emphasized the importance of proinflammatory cytokines in the development of atherosclerosis in RA patients. Swiss investigators confirmed that tumor necrosis factor (TNF)-␣ blockade improved endothelial function in short-termtreated RA patients. 4 We have recently assessed whether anti-TNF-␣ therapy was still effective in improving endothelial function in long-term anti-TNF-␣-treated RA patients. 5 We assessed this issue in 7 RA patients who had been treated with anti-TNF-␣ monoclonal antibody (infliximab) for at least 1 year and were receiving periodic treatment (every 8 weeks) with this drug. 5 After infliximab infusion, we found a dramatic and rapid increase in the percentage of EDV. 5 In all patients, values of percentage of EDV at day 2 after infusion (9.4Ϯ5.5%) were greater than those observed 2 days before infusion (2.8Ϯ2.5%). However, they returned to baseline by 4 weeks after drug infusion. This new observation highlights the importance of TNF-␣ in the mechanisms of atherosclerosis mediated by endothelial dysfunction in RA.
Finally, an important issue to be considered is the potential role of genetic factors in the development of atherosclerosis in RA patients. We assessed the influence of HLA-DRB1 status in the development of endothelial dysfunction in our series of 55 long-term actively treated RA patients. 3 The percentage of EDV in all 7 HLA-DRB1*0404 patients was Ͻ3%. In contrast, only 22 of the 48 HLA-DRB1*0404 -negative patients had a percentage of EDV Ͻ3%. 3 These findings suggest that genetic factors may also be implicated in the development of atherosclerosis in RA.
The search for genetic markers associated with the development of atherosclerosis in RA and the use of drugs that may delay the progression of accelerated atherogenesis in RA constitute important issues to be addressed in the near future. 
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Response
We thank Gonzalez-Juanatey and Gonzalez-Gay for their kind comments on our current perspective. 1 The thrust of our article pointed toward the likely critical importance of chronic highgrade systemic inflammation for the accelerated atherogenesis in rheumatoid arthritis (RA). We are pleased to note their additional supportive data 2 on the beneficial, albeit transient, effects of tumor necrosis factor-␣ monoclonal antibody (infliximab) on endothelium-dependent vasodilatation (EDV) in RA patients. It will be of interest to examine whether the changes in EDV correlated with changes in inflammatory factors in their study. Nevertheless, there is now a need for randomized studies to examine the extent to which other vascular risk factors (eg, insulin resistance, lipids, hemostatic factors, etc) known to be perturbed in RA can be improved by anti-inflammatory agents. Moreover, in the longer term, the potential vascular protective effects of statins in RA would be particularly important to establish in view of the apparent anti-inflammatory properties of this class of drugs.
Gonzalez-Juanatey and Gonzalez-Gay are correct to point out the importance of inflammation-related genetic factors in determining vascular risk in RA patients. Moreover, genetic risk likely lies not only in the HLA but also beyond in additional loci. For example, it is of interest that genetic polymorphism in the toll-like receptor 4 (TLR4) gene that is implicated in innate immunity is also associated with coronary atherosclerosis and predicts the risk of cardiovascular events. 3, 4 Complex interactions between environmental and genetic determinants in both the host immune system and the vasculature likely operate to modify vascular risk across the spectrum of inflammatory diseases.
